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(-CH (CHs ) CH 2 -) , bV*7U>M (-C 

H 2 CH 2 CH 2 -) , V^W>a <-CHa CH 
(CHs) CH 2 -) m<Dfcmtfcl~S. #£L<te^ 

ns^ #iciBjesn-5 ! boT?tta^. twas (i) 
[0013] **ttiH0Baic«v^6n*^Dy^ft«ft 

»SU<»41. 0 0 0- 1 0 0, 0 0 0, 
l<«5, 000-50, 0 0 0W. ^D7i7*l 
#Ux3 l l/>ifU3->Mijfi»»fc7 r HU7 
-T^fi/>*IS6'*l/ft*:* l J 75 

snai*«s. »si / <i4i : o. i-io (sajt) > 

40 f»lCff*U<ttl : 0. 2-5 (SS*t) * 
Tc. nte5-l, 0 0 0T**3&*#*b<l41 5-4 0 
0T^0, m&2-3 0 0-C»*a*#$L< « 1 0-1 
OOT^D, x*40-3 0 0T*S#jf£b<l40-l 
0 0W, ^D^ftl^C^^7K'J77 

-f'»o»4«wR«snav^ m%7ny?#m& 

^LTV>37 H U 7^-f isXD&tm&VT^fc^T F 
gyv-f^XJDfioJfcttWlciS^sna^^ S#i : 
50 0. 0 1-1 0 (SStfc) #£b<tel : 0. 
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[0 0 14] yny^*a^ffir45WS7 HUr^-f > 
[0015] *yxfi/>^U3- ;Ko*«8coft:^ffli 

ej&* ttSoHjs. id*»»k*. *fcr4^fts*a*^ 

ij9AT7W7-hti/m ^d^eimx^mso) 
ADy>^iiifimxx5 L ;i/^^[iL,> *©ann*»«-r 

[0016] 7;w*u 

2\ *Mr-f*U. tH7^>, 7>^x7^5i^07;V 

[0 0 17] *fc> #U75y»»a«M **fc7 

[0 0 18] CO<fc5JCUT»&n*a»fflfi<*CiKB 

(1) o^n y ^ftlS#T7 h' U 7*7^ 
fct>©«»*fctt, St (1) IC*l»T-r^T©R««*B 



4) #BB^7 - 6 9 9 0 0 

5 

STfcSfi&fflSfrKT FU7V<5^>£J!xJS2itntf 

bTte, l-XfA-3- (3-^f*75;^Dtf 
;W #;w#>M^F (EDO . l-X^-3- (3 
-y^WS/^Pt!^) *^#5?-fSHttl« (E 
10 DC'HCl) , i?zs{7U'\*ri')l>%)Vtfi?'t 5 F (D 
CO , *M-Jl/y^^yy^ (CDI) > 1-X 

^/'J> (EEDQ) > y7i-WX/K'J ;KTS* H 
(DP PA) VtfftfflTft*. *^»tt7KU7T-f i/ 
>lC?tLT0. 5 — 2 OWMMCWftK. W 
1 — 1 0»^ffl^*0)?Wfftl/K ^fc^CD&L N 
-t Hn*5/*^^>-f ^ F (HONSu) . 1-fcF 
n^^>yb'J7y-^ (HOB t ) , N-tKD* 

5 2, 3 -> f ;fc;i'2P>BM' ^ F 

20 (HON B) «fc#flFS1TC*>J:V>. 

[0019] rFUTV'fs/XDffifflattWfciffiesn 
u o. i — 2^)vmi<>z>* 

[0 0 2 0] li6E«tt*«t+Tff303W*l/<» * 
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U nl±5-l, 0 0 0, mB2-3 0 0/xttO-3 

5o ) 
[0 0 2 9] 

Mk6] 




[0 0 3 0] »£EJ5tt*a*K H9MI9U 7HU7 
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[0 0 3 1] *»W©**tt»Hi»tt*^7FU7^ 

[0 0 3 2] C©**tttt«»J©ta*Stttt> S 1 K« 
T£ o F U 7T< 5/>@fM: 0 feiSSV^ t><0^» 

0013 a^wWdfc^nT^s^ttffi^ffcttfi 

So 

[0033] *ss9ao*»tttfaBJBtt. -jewicffiEs 

ia^Di-3ue^ «*50~1, 000 
rag/m 2 iHSfln?**- 
[0 0 3 4] ^ 

So 

[0035] m&mi 

yfcfe (BLA-NCA) 7. lgSN, N-S**^* 
;W*7£F (DMF) 7 0rali:j§»Uc. >t*S^ h 
* ->*fr 5t£» 3 - 7 ^ 7 :/ n K ;VSco# U X4 1 1/ >y U 
3-JV (PEG-NHi ) (5H^§5, 10 0) 5. 0 
g=&DMF5 0mlCSSU ^<D?g?8t£B L A-NC 

;H-fJKlPE) 1, OOOmlCiTlTfflL/ 

?Oy?*I«» (PEG-P 
BLA) 9. 3g*»fc. PEG-PBLA7. 0g£ 
0. 5K*IMb^hU , ^Afc!H»Uft^6Sa"C^>^ 
W^fJ^W^Ufeo #y^-***#u&«, ft 

STpHSiStl, ADVANTEC UK- 1 0 
(5Mffl$HPS= 1 0, 0 0 0) ©IR*reil«Tri8*MKi 

#U7X/t9*>«^nsrirft«d# (PEG-P (A 
s p. ) ) 5. 1 g£#fco :»PEG-P (As 
p.) 1, 2 3 0mg£#l 5mlC»»l/ft. 7F'J 
7^-»ISSl, 5 0 Omg^DMF 1 5 0ml 
HSU, *?^ThUX5 1 ;V7^>3 5 3 m 1 
PEG-P (Asp. ) TK^^iU^Co uOIMi 
fcN-t Hn + i/U-^S/W 5 F 3 7 5mg, £<£t/1 
_X^-3- (3 -^fA75;?nWW A^* 
(EDO 5 2 5tfl*ftlA, >k»T4RflBS 
fSSttfc. ^IEDC 5 2 5m IfcjgJUb^MTl 8 50 



7^f'»i:^bT2. 5X<Z)*SlSco7FU7^-f v> 

y;uc- ioo) «*tt-f 
XHMtIIPK-2 16) $fflV^»Sb, *KJS<Z>7F 
iJ7V-f-»#0®» J f*«*»*bfc, 

aww (#H#^a=i 2, ooo) tjB^To. im 

ftBfc+-C3BfMa»b&. a«f*» ADVANTEC 
UK - 5 0 (#B#^fi= 5 0, 0 0 0) <£>Jgfl-®J&K 
*tt£WB«*D5IU 7FU7v< 
v >MJTC 2 0mg/ml (SR*V»3fe3t*tH? 4 8 5 n 
mO»«J:0»tB) 3 5 m I £#fc<, ^btl/i 

PEG-P (Asp. ) ADRtefftfZS (D CDfl9)££ 
*U Ri Ht*?^ tthU R* tt 

^^U>S. Ytt**ft»-T. n = 115, m=2 0, 
x = 4-CR<O-«tt*IBST«0ttHaiBaSSt (3) t? 

Lfc. £tf>PEC-P (Asp. ) AD 
RO20mg/ral (7 F U 7V-f >->»#) «)**K 
10mn:7K'J7T^'»ISi2 0mg, h r JXf 
;W7^>5 M I £DMF 2 0ml fcS»Lfc««&«Jn 

u i o»ra©ja«*fla»sfxofc«, swjk (#ni# 

ff= 1 2, 0 0 0) ^V>T0, 0 1M»B6*T?3I9 
ffiSWUfc* S«T^> ADVANTEC UK- 5 0 

50, ooo) ©E^jaaRTiR^aa 

20mg/ml (*^»3e3CflE»T? 4 8 5 n mtf)®JR£ 
DSU) (D/KSMK10. 2ml£»fc. IS^nTh^ 

*H7 F U 7^ i>>coS«±7 F U 7v< ->>*G> 
8. 5%T^ofc. C<Dfc(Z)%7G<DPEG-P (As 
p. ) ADRfcB»JMffa*»tt*«^fc. 

[0036] *jbw2 

^J60iJlT#fcPEG-P (Asp. ) ADR<Z)2 0m 
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7H'J7"7<>'>lKS5 0mg> FUx^;V7^>1 
2 /x 1 £DMF 2 Ora UC«*» U U 10 

2, 0 0 0) ^fflWO. 0 lMft»*"e3P*Wa*TL 
fco a#f«» ADVANTEC UK— 5 0 UMBfl^F 
1=50, 0 0 0) CDK^»iSKT{S^»®L^c 
fc»«*ilDiKU 7HU77^y>MT2 0mg/ 
ml (^^>3t3tStfT4 8 5nm<OKiRi:0*ffl) <0 
*»«11. SmlSffc. K#?n7hy?7CJ:4 

7V<-»0*B47l« I J7^S/>t0 1 8. 4 %T 
fctjfc, dC?>t)COt>7CCOPEG-P (Asp. ) ADR 

[0 0 3 7] *SS#J3 

j3-^>v?jl/-L-7 F - N - 
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(BLA-NCA) 6. 4g£N, N-5**?^# 
;VA7 5 F (DMF) 6 Om 1 Cjgflflxfc. h 

* ~>Sit**8 3 - 7 a / y P »j U > 9 l ) 

Z1-)V (PEG-NH2 ) (#^25, 10 0) 3. 0 
gSDMF3 0mgi:**U ^-©ig&SrB L A- NC 

)VJL-7-)l ( I P E) 7 0 0ml K8rFUTtt« l/fc# 

-JUyp&m&W (PEG-PBL i0 
A) 7. 2gS»t. PEG — PBLA5. OgSO. 

pHSKttiU ADVANTEC UK- 1 0 (5MB 
#"PM= 1 0, 0 0 0) (0K^»^ffiTKW8®Lfc. 

««K*w»ie»br*ux3 s -v>yy3-^-#ur 

X/^^^i^Di/^^lM (PEG-P (As 
p. ) ) 3. 1 &*mtCo :©PEG-P (As p. ) 
1, 0 1 Omg£#l SmlfcflMllA:. 7HU7^ 
5 0 0mg$DMF15 0mll;li 
U h 'J i^7 ^ > 3 5 3 /i I P E 

g-p (asp. ) z.o>m>^&mz.N 

-tHP^^yM5H3 7 5mg, *5<fctfl-X 

3 - (3-y^^7^y^pw *;m*sm 

^ F (EDO 5 2 5 m 1 Srim*.* 3k»T4RrlBK*a 
i±fc, -£0D&E D C 5 2 5 u 1 £ii»lU £iTT? 18^ 

-f ->>fc*fLT2. 3X©*K*©7H'J77>f-»*t 

/pc- ioo) *<trw*>sai»iB es»tt-r*>* ^ 

«»JBPK-2 16) SJBV>T*MU *JE/S<Z>7FU 
7T^i/>»©tt»f»RS»Sl/&. fRSIftOR&a 
Wilt (5J-H»^S= 1 2, 0 0 0) 1MB 

m*~v3mr*mffivtz. m$r&. advantec u 
k- 5 o (#mft^M= so, ooo) (OE^ajaw-c 

>IST2 0mg/ral (MHSWaOEftT: 4 8 5 n m 
<7)»iRJ;9»ffi) ©*SS3 7ral^#L #S*l£:P 
EG-P (Asp. ) ADR«fyfBa; (1) <D»iS£W 
U Ri tt**;Wfc tthU^^l/^at R 3 ft* 40 
^1/>S, Ytt*3R£*r. n=115, m=30, x 

= 6-eRo-astt*KSi?«o«H5iea; (3) -e&£ a 

7H'J7T^y 5 4 ffifi%T»*J&*&»fc# 
ilCOPEG-P (Asp. ) ADRCD2 
Omg/ml (7FU7^<^>»» ©*»«10m 
L K7F "J 7V-f 1 5mg, FUX^Jl/7^ 

>4 m 1 ^DMF 2 Om 1 IcSfilfeSiS^lDU 1 

1 2, 0 0 0) £^V>T0. 0 1MBK*-C3PSIMS«T 
Lfco ADVANTEC UK-50 <#H# 50 



4$^¥7-6 9 9 0 0 

Tfi= 5 0, 0 0 0) (DRB^M®KrK^fflilUfco * 
«ct»tt*»DiSU 7h , 'J7^y>»ST2 0mg 
/ml (»^»3t*«ffhT4 8 5 nm0)»JKJ:0Jfffl) 
CD7toSffi9. 8m 1 £t#fco iKfl^DVF^^fc.fc* 
7u >v ?ftl^fti:»^l/TV>ft^7 F U 
7^-f ->>©ai*£7 FU7V-f S/>4»©5. 5 %T& 
ofc, ^CDt)C0t>7CCDPEG-P (Asp. ) ADRt 

[0 0 3 8] HSSCT4 
Sfi«3"CSfcPEG-P (Asp. ) ADRW20m 
g/ml (7H'J7^'»«» «)*8SlOrall: 
7h' , J7T<y>fiSl5 0mg, h'JXWa>l 
2/z 1 *DMF2 Om nc«*Lfc»«&SSJPU 10 

^ffl^ja^^M^ffofc^, a«fR i 

2, 0 0 0) £fflV>T0. 0 lM»K+T?3KfMa«L. 
fc. 58*f«* ADVANTEC UK-5 0 (^H^T 
1=5 0, 0 0 0) COK^a®MT-E^liUfCo *ft 
&tttte*Q£U 7FU7V-f 3/>UWTT2 Omg/ 
ml <«^3t*«»T4 8 5nmOKK«fcDJ|tlH) O 
#S«10. 5ml£»&. S*^D7hif77l:« 

7^-f ->>CDStt±7FU7^-T>'>*<01 4. 4%T 
£>ofc* C^fc^^PEG-P (Asp. ) ADR 

[0 0 3 9] ^SS#]5 
*K«3-e»fcPEG-PBLA2. 0g£0. 5 NtK 

SB^tttU 7^3>YM-1 (»HiHP«=l, 0 

00) aRftflmrHftaaisfc. HJi»tK»&flEf?&: 

0. 0 5NSKTft#U 2£tC*ft£3i5#SCfT 
ofc. «*«€*«B<e*bT*Ux5 t i/>yU3-;u- 

#y7X/t^>*:/ay**«*flK (PEG-P (A 
s p. ) ) 1. 3 g£#fco CC0PEG-P (As 
p.) 10 0mg$DMF10mU:SSU *»T7 
F J J7v>f ^>«K*a7 1 . 2mg, HJx^;V73> 

2 7. 3m1» *itfl-If*-3- 

rsy^at^u ^j^y^amia (edc-hc 

1) 6 7. 2mg*10A4«fmE**'e'fc. ^SI^S 
T2 o»IBS«a-li-&. JE«a, EiKH^JfctKI^R 
J5g^)7FU7T-f >'>a^it^£3aoTW■^fc. R 

< v~fu tr;vx-x;i/ (ipe) ioomi 

KiTFLTttaU&^UT-tWlTBUlU, I PET: 

3 (^M^fi=l, 0 0 0) OH^»i»IBlTI8»»a 

Tv H»»UT»5 0mg/ml b 
T^fiS^Ogffl) 0*®SSc3. 1ml ^^fco 
tlfcPEG-P (As p. ) ADRteflfjiHS; (1) 0>m 
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Ri \t*?)m, R2 BhU^?V>S. R 
3 tt*^l">2S, Y n=115, m=3 

0, x = 6^R<D-Wte*m&T&Y)\Zf6mif: (3) T? 

7 F U 7T>f y >Mf «4 0 
/K®tt£^Lfco d(7)PEG-P (Asp, ) ADRC7) 
50mg/ml (BJB#) ©*Sffilmli:7HU7T 
-fy>SiH0mg 4 hUxfjV75>2. 5m 1£ 
DMFlOml K:«#L&»ifc£SSlnU 1 OSHKISfl 
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